Several conserved regions (CR) of PAR-3 have not been ascribed a function, however, suggesting that the protein has additional roles in the complex. Here we characterize one of these, CR1, which is an 80-90 amino acid segment located at, or near, the N terminus of all PAR-3 We therefore tested whether CR1 mediates oligomer-( Figure 1A) [7-9]. Since mPar6 and aPKC can interact ization. Using the yeast two-hybrid system, we found directly, however, PAR-3 is unlikely to act simply as an that both BAZ and mPar3 CR1 can indeed self-associate adaptor for these proteins [10]. One possible role of ( Figures 1C-1E ). This interaction is direct, as a purified PAR-3 is to link the complex to the membrane, as the MBP-fusion protein of the BAZ N terminus precipitates first PDZ domain of mPar3 can also bind the intracellular full-length BAZ translated in vitro ( Figure 1F ). To detertails of the transmembrane tight junction component, mine whether BAZ self-associates in vivo, we immuno-JAM, and the adherens junction components nectin-1 precipitated a full-length BAZ:GFP fusion protein from and -3 [3-5]. In support of this function, C. elegans embryonic extracts using an ␣-GFP antibody and probed PAR-3 displays residual (albeit symmetric) membrane a Western blot of the immunoprecipitate with an ␣-BAZ localization in the absence of PAR-6 or aPKC [11, 12].
. albeit smaller, are also observed in follicle cells (see Figure 3E ), and these may reflect the ability of CR1 to Almost no GFP fluorescence is detected elsewhere in these cells, indicating that BAZ is very efficiently reself-associate to form oligomeric complexes. To determine the functional importance of BAZ oligocruited to these sites (Figure 2A) . In contrast, BAZ-⌬N: GFP is largely diffuse in the cytoplasm of epithelial cells, merization, we assessed the ability of these truncated proteins to rescue baz mutant phenotypes. When fullalthough a small proportion of the protein is detected at the apical cortex ( Figure 2B ). These observations indilength BAZ:GFP is expressed in baz mutant follicle cell clones, it efficiently rescues epithelial polarity, as ascate that the ability of BAZ to oligomerize is important to concentrate it apically. The distribution of BAZ-N:GFP sessed by the localization of aPKC, the formation of the zonula adherens (detected by ARM staining), and cell is similar to that of BAZ-⌬N:GFP: most of the protein is cytoplasmic, but a very small fraction localizes to the morphology ( Figures 3A-3B and data not shown) . BAZ-⌬N:GFP displays partial rescuing activity and can be zonula adherens ( Figure 2C ). As BAZ-N:GFP contains the oligomerization domain, this localization is likely to detected, albeit weakly, at the zonula adherens in mor- phologically normal cells, indicating that its recruitment trol baz mutant embryos (Supplemental Figure S2B and data not shown). These results indicate that the oligoto this site must depend upon interactions with proteins other than endogenous BAZ ( Figure 3C) . In approximerization domain of BAZ is important in vivo. Our data demonstrate that oligomerization is critical mately half of the egg chambers (n Ͼ 50), however, mutant cells display either abnormal polarity and morfor the efficient apical localization of BAZ in epithelial cells, which is essential for its function in establishing phology or, more frequently, appear to have been lost from the epithelium (no gaps are ever seen in baz clonal apical-basal polarity. This property is likely to be conserved, as we have shown that CR1 of mPar3 also selfegg chambers that express BAZ:GFP) ( Figure 3D) . Thus, the N terminus of BAZ is important, but not absolutely associates. Indeed, our results provide an explanation for the inhibitory effect of overexpression of an N-teressential, for its function in the follicular epithelium. As expected, BAZ-N:GFP does not significantly rescue baz minal portion of mPar3 on the polarization of cultured hippocampal neurons [17] . This region lacks the PDZ mutant phenotypes, and almost all egg chambers contain gaps in the epithelium ( Figure 3E) . domains and the aPKC binding site, but still contains the CR1 domain, and may therefore exert its dominantWe also assayed the functional properties of these proteins by scoring their ability to rescue the embryonic negative effect by associating with and inhibiting the oligomerization of endogenous mPar3. We have not delethality of baz zygotic mutants (Supplemental Figure  S2A) . The full-length protein efficiently rescues embrytected any dominant-negative effects of BAZ-N:GFP, but this could reflect the fact that most of the protein onic lethality, and the cuticles of the few unhatched embryos are almost wild-type, containing only a very is sequestered in apparently harmless cytoplasmic aggregates. CR1 may therefore have a higher affinity for small dorsal hole. In contrast, the truncated proteins are either severely (BAZ-⌬N:GFP) or completely (BAZitself than for the full-length protein, and the ectopic expression levels of this domain achieved in Drosophila N:GFP) compromised in their ability to rescue lethality. In both cases, the cuticles of the dead embryos are cells may be insufficient for it to exert the inhibitory effects observed in the mammalian system. fragmented or contain large dorsal holes, similar to con-
